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Abstract
The spread through air spaces (STAS) has a main role in local recurrence of stage I lung adenocarcinomas (LAs), therefore its
presence might question sublobar resection as a therapeutic option. The aim of our study was to evaluate the distribution of STAS
in stage I LAs, to stratify patients according to local recurrence and to identify a group of patients who might be suitable for
sublobar surgery. Patients resected with LA were included. The presence of STAS was recorded on hematoxylin eosin stained
slides and clinicopathological data were obtained from medical charts. Overall survival (OS) and disease-free survival (DFS)
were registered. Statistical methods included Kruskal-Wallis tests, Kaplan-Meier analyses, log-rank tests and Cox-regressions.
292 patients were included. STAS was identified in 38.7% and 95.7% of micropapillary carcinomas showed STAS. Significant
correlation was found between STAS and high-grade patterns. Significant differences were found between OS andDFS estimates
of STAS0 and STAS1 cases (5-y-OS: 80.0% vs. 68.4%; 5-y-DFS: 71.1% vs. 57.1%). The presence of STASwas associated with
unfavorable prognosis in low and intermediate architectural grades, but not in high-grade. Multivariate analysis revealed that
architectural grade (HR(OS):2.09; HR(DFS):1.52) and STAS (HR(OS):1.51; HR(DFS):1.48) were independent prognostic markers in
stage I LA. Architectural grade combined with STAS was superior to other prognostic grades. The combination of architectural
grade and STAS proved to be a prognostic factor that is superior to previously introduced grading systems. Patients having low
and intermediate grade LAs without STAS might be eligible for sublobar resection.
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Background
Despite the development of molecular targeted therapies and
immune checkpoint inhibitors for the treatment of pulmonary
adenocarcinoma, its outcome is still unfavorable [1]. Lobar
resection with lymph node dissection remains the most com-
mon curative therapy in stage I disease [2, 3]. There are sev-
eral studies in progress aiming to validate the utility of lung
sparing or sublobar resection for early stage lung adenocarci-
noma and to answer whether lung sparing resection for this
disease is only a function preserving or a curative treatment
option as well [4]. These ongoing Japanese trials have sug-
gested, that sublobar resection achieves local control and
recurrence-free survival in patients with radiologically nonin-
vasive lung cancer, with a maximum tumor diameter of ≤
2 cm and a solid tumor ratio of ≤ 0.25 defined with CT [4, 5].
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Spread through air spaces (STAS) is a recently described
pattern of invasion of lung neoplasms [6]. STAS represents
micropapillary clusters, solid nests or single cells beyond the
edge of the tumor invading into air spaces [7, 8]. STAS was
implemented in the 2015 World Health Organization
Classification of Lung Tumors, and in the 8th edition of the
Cancer Staging Manual of the American Joint Committee on
Cancer (AJCC), resulting in the refining of the definition of
tumor invasion and furthermore the criteria of in situ, mini-
mally invasive and invasive adenocarcinoma, as well [9, 10].
Although STAS is extensively studied nowadays, the
pathomechanism is yet unknown. Cellular dedifferentiation,
loss of cell membrane cohesion and mechanical impact by the
surgeon have been proposed in the etiology of STAS [11].
Though the development of STAS is debated, an unfavorable
prognostic impact on survival was demonstrated in lung ade-
nocarcinomaswith STAS by several reports [7, 12–16]. STAS
has been associated with adverse prognosis in early stage lung
adenocarcinomas in patients, who underwent sublobar resec-
tions [7, 17]. In contrast to these results, Uruga and coworkers
have not found such an impact in cases of sublobar surgery.
Even though, lobectomy is the standard therapy for lung
adenocarcinoma in early stage, the process itself might be
high-risk for patients with comorbidities, namely chronic ob-
structive lung diseases, bronchiectasis or severe cardiovascu-
lar diseases. Sublobectomy may be a treatment option for
these patients, in selected cases of lung adenocarcinoma lack-
ing STAS. The aim of our study was to evaluate the distribu-
tion of STAS among different subtypes of stage I lung adeno-
carcinoma; to analyze the impact of morphologic features and
prognostic systems on survival; to stratify patients according
to local recurrence and to identify a group of patients who are
suitable for lung sparing surgery.
Methods
Patients operated on at the Department of Surgery, University
of Szeged between 2004 and 2013 with stage I lung adeno-
carcinoma were included in our retrospective, consecutive se-
ries. Exclusion criteria were multicentric, metachronous or
metastatic tumors, variants of adenocarcinoma (namely inva-
sive mucinous, mixed invasive mucinous/non-mucinous, col-
loid, fetal, enteric adenocarcinoma and sarcomatoid carcino-
ma), patients who underwent lung cancer surgery in the pre-
vious 2 years, positive surgical margins, perioperative death,
metastasis to lymph nodes and vascular invasion.
All hematoxylin eosin slides of the patients included were
evaluated and revised if needed, according to the WHO
Classification of Lung Tumors [9]. The presence of STAS was
recorded by two pathologists (TZ, LT), who were blinded to
patients’ clinical outcome and discrepancies were discussed at a
multi-headed microscope (Olympus BX43, Tokyo, Japan).
STASwas defined as micropapillary structures or solid nests that
were present in the air spaces beyond the edge of the tumor, even
if in the first alveoli from tumor edge [7]. Figure 1 presents a
micropapillary adenocarcinoma with STAS. The intraalveolar
tumor clusters found distant from the tumor without alveolar
interconnection to the tumormass, random clusters of tumor cells
especially at the edges of the sample, jagged edges of tumor
clusters, linear strips of cells lifted off alveolar walls were iden-
tified as ex vivo artifacts [7, 11].
Clinical data, including gender, age, tumor localization,
type of surgery, smoking habits, site of recurrence and
follow-up data were obtained frommedical charts, meanwhile
additional histopathological features including presence of nu-
clear atypia, lymphovascular invasion and necrosis, and prog-
nostic systems, namely architectural grade, Kadota-grade and
Sica-grade were collected from histopathology reports. Stage I
was defined according to the 8th edition of the Cancer Staging
Manual by the AJCC [10], namely tumors with diameter ≤ 4
cm, without any metastasis (pT1a-b-c-pT2a-pN0-pM0).
Lymphadenectomy was part of the operation in all cases and
lymph nodes were examined histologically.
The follow-up of patients consisted of three-monthly phys-
ical examination, chest X-ray and abdominal ultrasonography
evaluation in the first 2 years, then every 6 months until the
fifth year. Chest CT was performed every 6 months for the
first 2 years, then 6 or 12 monthly, depending on the patient,
until the fifth year. In case of any suspicion of progression,
chest CT and abdominal ultrasonography were included. The
follow-up period ended on 31st August 2019.
Concerning the statistical correlation of STAS and sub-
types of adenocarcinoma, the Kruskal-Wallis test was applied.
The impact of STAS on DFS and OS was assessed by the
Kaplan-Meier method. The log-rank test was used for
pairwise comparisons. Univariate and multivariate Cox re-
gressions were utilized for analyzing the clinicopathological
variables. All statistical tests were two-sided, and p < 0.05
values were considered statistically significant. The SPSS
Statistics software (IBM, SSPS 23.0, Armonk, NY USA)
was used for the analyses.
This retrospective study was approved by the institutional
ethical committee of the Albert Szent-Györgyi Clinical Centre
of the University of Szeged (ethical approval: 58/2020-SZTE).
Results
Altogether 292 patients matched the inclusion criteria. The
average age of patients with stage I lung adenocarcinoma
was 62.7 years (median: 62.3 years, range: 32–86). Relevant
clinical data are presented in Table 1. No gender predilection
was found in our series. Most patients were treated with lo-
bectomy and most were actual or previous heavy smokers for
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decades. The most frequent subtype was solid adenocarcino-
ma, followed by lepidic adenocarcinoma. Lymphovascular
spread was identified in nearly every fourth case and more
than half of the cases were diagnosed with stage IA disease.
The median follow-up was 75.7 months (range: 12–187
months). Tumor specific death was observed in 81 patients,
while recurrence was detected in 110 cases. In the latter group,
clinical information was available in 72 cases about the site of
recurrence. Recurrence in hilar or mediastinal lymph nodes, in
lungs and disseminated disease were found in 10 (13.9%), 21
(29.2%) and in 41 (56.9%) cases, respectively. The mean and
median of OS and DFS were 58.6 months, 52.4 months and
57.1 months 54.3 months, respectively.
Table 2 displays the distribution of STAS among lung ad-
enocarcinomas. STASwas identified in more than one third of
all cases (n = 113; 38.7%); though it was present in all sub-
types, STAS was found in more than 95% of micropapillary
carcinomas.
Pulmonary adenocarcinomas have more than one growth
pattern in 80% of the cases. All growth pattern components
were recorded in all cases. In tumors with STAS, the presence
of micropapillary pattern was frequent (85.3%), followed by
solid pattern as the second most common pattern (37.4%).
Tumors with STAS were associated with high-grade
(micropapillary or solid) growth pattern components in
91.7% of the cases. The Kruskal-Wallis test revealed signifi-
cant correlation between STAS and high-grade growth pat-
terns (p < 0.001).
In univariate Cox regression, subtype, presence of nuclear
atypia, lymphovascular spread and STAS were found signif-
icant prognosticators (Table 1). Regarding the findings of the
log rank test, significant differences were observed between
OS and DFS estimates of cases with STAS and without STAS
(5-y-OS: 80.0% vs. 68.4%; p = 0.045; 5-y-DFS: 71.1% vs.
57.1% p = 0.043), respectively. The prognostic impact of
STAS was evaluated in each architectural grade, as well
(Table 3). The presence of STAS was associated with unfa-
vorable prognosis in low (p(OS) = 0.04; p(DFS) = 0.034) and
intermediate architectural grade (p(DFS) = 0.04), but not in
high-grade. Multivariate analysis revealed that architectural
grade (p(OS) < 0.001; HR:2.09 95%CI:1.41–2.84; p(DFS) =
0.003; HR:1.52 95%CI:1.15–2.01) and STAS (p(OS) = 0.041;
HR:1.51 95%CI:1.12–2.31; p(DFS) = 0.045; HR:1.48
95%CI:1.19–2.03) were independent prognostic factors in
stage I lung adenocarcinoma.
Figure 2 demonstrates that adenocarcinomas having high-
grade morphology and/or STAS are associated with unfavor-
able prognosis, while tumors lacking these features have a
more favorable outcome (p(OS) < 0.001, p(DFS) < 0.001).
Identification of high-risk patients (grade 3 and/or STAS1)
and those with low-risk for recurrence and tumor-related death
(grade 1–2&STAS0) can become a powerful prognosticator.
In a previous study, the available grading systems were
compared and correlated with survival data, and the archi-
tectural grade was found the most optimal grading system
describing prognosis [18]. The multivariate analysis of
architectural grade, Kadota-grade, Sica-grade and archi-
tectural grade combined with STAS has shown
(Supplementary table 1), that the architectural grade com-
bined with STAS is superior to the other prognostic sys-
tems (p(OS) = 0.012; HR:2.98 95%CI:1.31–6.92; p(DFS) =
0.009; HR:2.29 95%CI:1.21–4.04).
Fig. 1 a Micropapillary
adenocarcinoma at small
magnification (HE, 10x); b
Presence of intraalveolar atypical
tumor cells (arrow) beyond the
border of the tumor (HE, 20x); c
Cluster of tumor cells (arrow) at
high magnification (HE, 40x)
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Discussion
In keeping with previous studies, STAS was diagnosed in
more than one third of all cases in our series [2, 7, 12, 13,
19]. The phenomenon was first described by Onozato and
coworkers [20]. Using three dimensional mapping of the
resected tumor, it was demonstrated that the areas of dissoci-
ated tumor cells are connected to each other and the main
tumor mass, as well. Kadota et al. have proposed that this
intraalveolar dissemination of tumor cells, namely STAS is a
form of invasion [7]. Several studies have been published
recently aiming at the validation of the prognostic impact of
STAS. Warth and coworkers have found that STAS is a prog-
nostic feature in all stages of lung adenocarcinoma [8].
Although the prognostic importance of STAS has been
demonstrated, its development is still debated. The process
Table 1 Clinicopathological
characteristics of patients
evaluated and results of univariate
Cox regression regarding the
different variables
Clinicopathological data n % OS DFS
p HR 95%CI p HR 95%CI
Gender 0.22 0.76 0.48–1.17 0.41 0.85 0.58–1.24
Female 154 52.7
Male 138 47.3
Localization 0.68 1.09 0.69–1.72 0.2 1.2 0.87–1.86
Left 181 62
Right 111 38
Type of surgery < 0.001 3.53 1.97–6.36 < 0.001 2.98 1.74–5.11
Lobar resection 266 91.1
Sublobar resection 26 8.9
Smoking habits 0.006 2.84 1.35–5.96 0.001 2.97 1.56–5.60
Heavy smoker 132 45.2
Never 38 13
No data 122 41.8
Subtype < 0.001 1.59 1.32–1.92 < 0.001 1.35 1.16–1.58
Solid 108 37
Micropapillary 23 7.9
Acinar 53 18.1
Papillary 44 15
Lepidic 64 22
Necrosis 0.17 1.35 0.87–2.10 1.24 1.34 0.92–1.95
presence 133 45.5
absence 159 54.5
Lymphatic invasion 0.05 1.61 1.00-2.60 0.27 1.27 0.82–1.95
presence 68 23.3
absence 224 76.7
STAS 0.04 1.53 1.10–2.43 0.04 1.47 1.01–2.13
presence 123 42.1
absence 169 57.9
pT < 0.001 1.55 1.24–1.85 < 0.001 1.25 1.11–1.45
T1a 18 6.1
T1b 77 26.3
T1c 75 25.7
T2a 122 41.9
Stage < 0.001 1.5 1.20–1.81 < 0.001 1.18 1.02–1.43
IA1-3 182 62.3
IB 110 37.7
OS: overall survival, DFS: disease-free survival, HR: hazard ratio, 95%CI: 95% confidence interval, STAS:
spread through air spaces
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of dedifferentiation may alter the expression of genes in can-
cer cells, resulting in divergent features compared to the initial
cells. The adhesion between tumor cells may disrupt due to
the process of dedifferentiation, resulting in discohesive cell
clusters floating in the alveoli. These free-floating tumor cell
clusters may deposit on the alveolar wall and induce stromal
reaction and nidus formation. This theory supports the bad
prognostic impact of STAS [11]. In contrast, some authors
have an alternative explanation, namely that STAS is an arti-
fact [21, 22]. Thunnissen and coworkers have introduced the
concept of the spread through a knife surface (STAKS). They
have demonstrated that artificial displacement during a knife
cut is a real phenomenon, resulting in an increase of the num-
ber of intraalveolar tumor cell clusters with each sequential cut
[21]. In keeping with the results of Thunnissen, Blaauwgeers
et al. have found that less intraalveolar cell clusters are present
in cases of fewer sections, meanwhile more floating cells were
detected in specimens of sequential sectioning with the same
prosecting blade [22]. Despite the theory of STAKS, our find-
ings are in correspondence with others [12–16], namely STAS
is an independent prognostic factor in stage I lung
adenocarcinoma.
Lung adenocarcinomas with STAS are present mostly in
male patients and are associated with high- grade histology,
higher stage, lymphovascular spread and lymph node metasta-
sis. STAS has been related with more frequent locoregional
recurrence in sublobar resections [23, 24]. Regarding targetable
molecular alterations, adenocarcinomas with STAS have been
related to wild type epidermal growth factor receptor (EGFR)
[12, 25, 26], ALK rearrangement [23, 26] and Kirsten rat sar-
coma viral oncogene homolog (KRAS) mutation [20].
In consistency with others’ results [27–31], high architec-
tural grade (solid and micropapillary tumors) was associated
with an unfavorable outcome in our study. Furthermore, even
a subdominant component of high-grade pattern is related to
higher recurrence rate and tumor-related death [32].
We have demonstrated that patients having stage I lung
adenocarcinomas with high architectural grade (solid and
micropapillary carcinomas) and adenocarcinomas with
STAS are at high-risk of recurrence and tumor-specific death,
while patients having low- and intermediate-grade tumors
without STAS have a more favorable outcome (p(OS) <
0.001, p(DFS) < 0.001). Furthermore, the combination of archi-
tectural grade with STAS was proven to be a prognostic sys-
tem, superior to the previously tested architectural grade,
Kadota-grade and Sica-grade. Patients having stage I, low-
or intermediate-grade lung adenocarcinoma without STAS
might be suitable for lung sparing surgery.
Being a histopathological feature, the preoperative detec-
tion of STAS is controversial. Core needle biopsy specimen
might be able to reveal STAS preoperatively, however, there
is a high chance of sampling error with this method.
Unfortunately, bronchoalveolar lavage does not extract signif-
icant number of tumor cells for cytological examinations [33].
Another option is the evaluation of STAS and high-grade
morphology on intraoperative frozen sections. Yeh and co-
workers have evaluated the sensitivity and specificity of the
growth pattern recognition on intraoperative frozen sections.
They reported a sensitivity of 69% for solid, and 37% for
Table 3 The overall and disease-
free survival estimates and the re-
sults of univariate Cox regression,
regarding the different architec-
tural grades with or without
STAS
n OS (%) pOS HROS 95%CI DFS (%) pDFS HRDFS 95%CI
G1
STAS0 37 96.7 0.04 4.73 1.01–22.5 93.9 0.034 3.21 1.1–9.42
STAS1 27 80 68.8
G2
STAS0 58 89.4 0.12 2.23 0.80–6.17 78.9 0.04 2.03 1.1–4.2
STAS1 40 76.6 56.9
G3
STAS0 74 64.7 0.58 1.16 0.68–1.98 57.4 0.92 1.02 0.62–1.68
STAS1 56 56.8 51.7
G1: lepidic adenocarcinoma, G2: acinar and papillary adenocarcinoma, G3: solid and micropapillary adenocar-
cinoma, STAS: spread through air spaces, OS: overall survival, DFS: disease-free survival
Table 2 Distribution of STAS according to predominant growth
patterns of lung adenocarcinoma
Predominant growth pattern STAS1 STAS0
n % n %
Solid 32 29.6 76 70.4
Micropapillary 22 95.7 1 4.3
Acinar 20 37.7 33 62.3
Papillary 16 36.4 28 63.6
Lepidic 23 35.9 41 64.1
STAS: spread through air spaces; STAS1: STAS present; STAS0: STAS
absent
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micropapillary patterns, with a specificity of 96% and 97%,
respectively [34]. Eguchi et al. observed the demonstrability
of STAS on intraoperative frozen sections with a sensitivity of
71% and a specificity of 92% for detecting STAS [24].
Prospective studies are required for the evaluation of sensitiv-
ity and specificity of detecting tumors with high-grade morphol-
ogy and/or STAS on frozen sections.Multiple frozen sections are
needed due to the fact, that two features have to be defined,
namely the growth pattern of the tumor and the presence of
STAS in the surrounding lung parenchyma. Morimoto and co-
workers have demonstrated, that STAS around the tumor is pres-
ent in an area that is smaller than the diameter of the tumor,
furthermore STAS was not present in the area of lung parenchy-
ma farther than 7.3 mm from the edges of the tumor [35].
Therefore, at least two frozen sections are required, one from
the tumor mass and one from its neighboring lung parenchyma.
In selected patients having stage I lung adenocarcinoma,
lung sparing surgery might be a treatment option, if high ar-
chitectural grade and STAS are not detected in the preopera-
tive biopsy and on the intraoperative frozen section. If either
high-grademorphology or STAS is present in the preoperative
biopsy, primary lobectomy should be performed. If these
components are identified during intraoperative examination,
completing lobectomy can be suggested in one session.
The retrospective nature of the series, being a single-
institutional study, the lack of evaluation of surgical margins
and molecular alterations, the low number of sublobar resec-
tions and the exclusion of cases with vascular invasionmay be
limitations. The cases with positive resectionsmargins are rare
in our center in stage I adenocarcinomas, therefore these cases
were excluded. The low rate of sublobar resections is due to
international and national guidelines [36, 37]. The tumors
demonstrating vascular invasion have an unfavorable
prognosis even in small tumors [38], therefore these
cases were excluded as well.
Our study has also strengths: it is based on a relatively large
cohort; tumors were sliced with prosecting blades cleaned
before each slice, aiming at the minimization of the STAKS
effect; and the definition of STAS and the exclusion of arti-
facts were rigorously applied.
In our retrospective study of consecutive stage I adenocar-
cinomas, STAS was proven as a significant prognostic factor
in univariate analysis. Architectural grade and STAS were
independent prognostic factors in multivariate analysis, as
well. The combination of architectural grade with STAS re-
sulted in a prognostic system superior to previously intro-
duced grading systems. Patients having low- and
intermediate-grade lung adenocarcinomas without STAS
might be candidates for lung sparing surgery.
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